Characterization of angiotensin receptors mediating the neuromodulatory effects of angiotensin in the vas deferens of the rabbit.
The objective of the present study was to characterize receptors mediating the neuromodulatory effects of angiotensin in the prostatic vas deferens (VD) of the rabbit by using losartan (DuP 753) and PD 123177, two nonpeptide ligands interacting preferentially at the AT1 and AT2 sites, respectively. Field stimulation of the VD (3 Hz, 1 msec pulse duration, 50 V for 10 sec) resulted in a biphasic contractile response, consisting of an initial phasic component (Phase 1) and a late tonic component (Phase 2). Desensitization of purinoceptors with alpha-beta methylene ATP (3 microM) abolished completely both components of the biphasic response. Angiotensin-II (A-II) and angiotensin-III (A-III) produced a concentration-dependent potentiation of Phase 2, with A-II being approximately 10-fold more potent than A-III. Losartan (0.03, 0.3 and 3 microM) produced parallel, concentration-dependent dextral shifts of the concentration effect curve to A-II without altering the maximum response (Schild analysis: slope = 1.18, pA2 = 8.5). In a separate series of experiments, field stimulation of the VD (0.1 Hz, 1 msec pulse duration, 80 V) resulted in a monophasic twitch response (Phase 1), which was also abolished by desensitization of purinoceptors. Both A-II and A-III produced a concentration-dependent inhibition of the Phase 1, with A-III being as potent as A-II but producing a significantly greater maximum response. Losartan (0.1 and 0.01 microM) antagonized the inhibitory effects of A-II and A-III in an unsurmountable manner.(ABSTRACT TRUNCATED AT 250 WORDS)